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ASZD-POl-228 


This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims : 

1 . (Currently Amended) A method for identifying an inhibitor compounds-capable of 
reducing the interaction between a first region and a second region, comprising : 
a) placing in contact : 

i) a potential inhibitor compound: 

ii) a first region which is a fragment of signatur e motif on a nuclear protein, wherein 

the fragment comprises a signature motif B^XXLL. in which is any natural hydrophobic 
amino acid, L is leucine, and X independently represents any natural amino acid, and the 
signature motif is a structural element of a nuclear protein that binds to a liganded nuclear 
receptor in the process of activating or repressing target genes, and the nuclear protein is a 
bridging factor responsible for an interaction between a liganded nuclear receptor transcription 
factor and a transcription initiation complex involved in regulation of gene expression: provided 
that a fragment that includes residues 624-1287 of TIF-2 is excluded: 

[b)] iii) a second region which is a liganded nuclear receptor transcription factor or a 
fragment thereof, wherein the fragment comprises that part of the a nuclear receptor which is 
capable of interacting with the nuclear protein through binding to the signature motif; [?]and 
wh e r e in: 

tho nuclear protein is a bridging factor that is r e sponsible for th e int e raction b e tween a ligand e d 
nucl e ar r e c e ptor and a transcription initiation compl e x involv e d in r e gulation of g e n e e xpr e ssion; 
th e nucl e ar r e c e ptor is a transcription factor; 

th e signature motif is a short s e qu e nc e of amino acid r e sidu e s which is th e k e y structural e l e m e nt 
of a nucl e ar prot e in which binds to a ligand e d nucl e ar r e c e ptor as part of th e proc e ss of th e 
activation or r e pr es sion of targ e t g e n e s; and 
in which th e m e thod compris e s taking: 

i) th e pot e ntial inhibitor compound; 

ii) th e ligand e d nucl e ar r e c e ptor or a fragm e nt th e r e of in which th e fragm e nt compris e s 

th e second r e gion defined in this claim in b) abov e ; 
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iii) a fragmont comprising a signature motif of the nuolear prot e in; and 

iv) detecting the pros e nco or abo e nco of inhibition of theintoraotion b e tw ee n ii) and iii). 

b) detecting the presence or absence of inhibition of the interaction between ii) and iii). 

2. (Cancelled) 

3. (Currently Amended) A method according to claim 23 2 or claim 5 , wherein in which 
is leucine or valine. 

4. (Currently Amended) A method according to claim 3 , wherein in which B* is leucine. 

5. (Currently Amended) A method according to claims L 3, 4, or 23 wherein in which the 
signature motif is B^B^XXLL wherein B^ is a ny natural hydrophobic amino acidrS^4s-a 
hydrophobic amino acid, L is l e ucin e and X ind e p e nd e ntly r e pr e s e nts any natural amino acid . 

6. (Currently Amended) A method according to claim 5 . wherein in which B^ is selected 
from th e group consisting of isoleucine, leucine, methionine, phenylalanine, tryptophan, tyrosine 
and valine. 

7. (Currently Amended) A method according to any one of claims L 3, 4, or 23 2 and 5^ 
wherein in which the nuclear protein is a coactivator. 

8. (Currently Amended) A method according to claim 7 . wherein [ in which ] the coactivator 
is selected from the group consisting of RIP 140, SRC-1, TIF2, CBP, p300, TIFl, Tripl, Trip2, 
Trip3, Trip4, Trips, Trip8, Trip9, p/CIP, ARA70 & Trip230. 

9. (Currently Amended) A method according to any on e of claims L 3. 4. or 23 2 and 5^ 
wherein in which the transcription factor is a steroid hormone receptor. 

10. (Currently Amended) A method according to claim 9 . wherein in which the steroid 
hormone receptor is selected from th e group consisting of oestrogen receptor, progesterone 
receptor, androgen receptor and glucocorticoid receptor. 
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1 1 . (Currently Amended) A method according to claim 10 . wherein in which the steroid 
hormone receptor is oestrogen receptor. 


12. (Currently Amended) A method according to any on e of claims L 3. 4. or 23 ft ftd-4, 
wherein the method is in the form -ef a 2-hybrid assay syst e m . 

13. (Currently Amended) A method according to any on e of claims 1 , 3. 4. or 23 2 and 5 , 
wherein the potential inhibitor compound is a member in th e form of a peptide library based on 
the a signature motif as defin e d in said claim . 

14. (Withdrawn) A novel inhibitor identified according to the method defined in any one of 
claims 1 , 2 and 5 which reduces the interaction between 

a) a first region which is a signature motif on a nuclear protein, and 

b) a second region which is that part of a nuclear receptor which is capable of interacting 
with the nuclear protein through binding to the signature motif, wherein: 

the nuclear protein is a bridging factor that is responsible for the interaction between a 
liganded nuclear receptor and the transcription initiation complex involved in regulation of gene 
expression; 

the nuclear receptor is a transcription factor; 

the signature motif is a short sequence of amino acid residues which is the key structural 
element of a nuclear protein which binds to the liganded nuclear receptor as part of the process 
of activation or repression of target genes. 

15. (Withdrawn) An inhibitor according to claim 14 which is a peptide of less than 15 amino 
acid residues. 

1 6. (Withdrawn) An inhibitor according to claim 1 5 selected firom the group consisting of 
PQAQQKSLLQQLLT (SEQ ID NO: 2), KLVQLLTTT (SEQ ID NO: 3), ILHRLLQE (SEQ ID 
NO: 4) and LLQQLLTE (SEQ ID N0:5). 

17. (Withdrawn) An inhibitor according to claim 14 comprising an antibody which 
specifically binds to a signature motif on a nuclear protein. 
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18. (Withdrawn) A pharmaceutical composition which comprises an inhibitor as defined in 
claim 14 or a pharmaceutically-acceptable salt thereof, in association with a pharmaceutically- 
acceptable diluent or carrier. 

1 9. (Withdrawn) A method of mapping nuclear receptor interaction domains in nuclear 
proteins in which the method comprises analysis of the sequence of a nuclear protein for the 
presence of signature motifs as defined in any one of claims 1 , 2 and 5 in order to identify an 
interaction domain or a potential interaction domain. 

20. (Withdrawn) A pharmaceutical composition which comprises an inhibitor as defined in 
claim 15 or a pharmaceutically-acceptable salt thereof, in association with a pharmaceutically- 
acceptable diluent or carrier. 

21 . (Withdrawn) A pharmaceutical composition which comprises an inhibitor as defined in 
claim 16 or a pharmaceutically-acceptable salt thereof, in association with a pharmaceutically- 
acceptable diluent or carrier. 

22. (Withdrawn) A pharmaceutical composition which comprises an inhibitor as defined in 
claim 17 or a pharmaceutically-acceptable salt thereof, in association with a pharmaceutically- 
acceptable diluent or carrier. 

23. (New) A method according to claim 1, wherein the fi"agment of a nuclear protein 
comprises only one signature motif. 
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